Bepridil is an anti-arrhythmic agent with anti-electrical remodelling effects that target many cardiac ion channels, including the voltage-gated Na + channel. However, long-term effects of bepridil on the Na + channel remain unclear. We explored the long-term effect of bepridil on the Na + channel in isolated neonatal rat cardiomyocytes and in a heterologous expression system of human Nav1.5 channel. Experimental approach: Na 
Introduction
Bepridil is known as a powerful anti-arrhythmic agent with anti-anginal properties (Hollingshead et al., 1992; Prystowsky, 1992) . Although bepridil is primarily classified as a Ca 2+ channel antagonist, it is reported to block many cardiac ion channels including the slow (IKs), rapid (IKr), and ultrarapid (IKur) delayed rectifier K + channels (Wang et al., 1999; Kobayashi et al., 2001; Kamiya et al., 2006) , the ATP-sensitive K et al., 2006) , the Na + -activated K + (IKNa) channel (Li et al., 1999; Sato et al., 2006) , the L-and T-type Ca 2+ channels (Yatani et al., 1986; Uchino et al., 2005) and the Na + channel (Nawada et al., 1995; Sato et al., 1996) . Probably because of its multi-channel blocking properties, bepridil is effective for the treatment of intractable cardiac arrhythmias including ventricular tachycardia (Levy et al., 1984; Brembilla-Perrot et al., 1992; Izumi et al., 2007) and persistent atrial fibrillation (AF) (Nakazato et al., 2005; Miyaji et al., 2007) . Furthermore, several recent reports have demonstrated that bepridil exhibits anti-electrical remodelling effects in the heart (Fujiki et al., 2003; Nishida et al., 2007) , similar to those of amiodarone in clinical and experimental models of AF
